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DECljyiA'nONOFPAULPpLAiaS,Ph.r>, . ' 
I, Paid Polakis,Ph,D.. declare and as foIlo\ys: , 

I: . ,f^^^^^^^^P^P''ytheJDepartment of Biochemists 

Sta^e Umyeisity in 1984. My scientific Cuiriculuni Vitae is attached to and fonns • 

part of this Declaration (Exhibit A). 

2. .Ian»pwently employed by Genentedi, Inc. where 

Scientist^ S mce joining Genentech in 1999. one of my primary responsibilities has 
been leadmg Genentech's Tumor Antigai Project, which is a large research project 
with a pnmary focus on identifying tumor cell markers that find iise as targ^ for 
both the diagnosis and treatment of cancer in humans. 

3. As part oftheTmnor Antigen Project, my laboratoiy has be«ianaly 
dj^erential expression of various genes in tumor cells relative to normal cells 
nie purpose of this research is to identify proteins that are abundantly expressed 
on certamtumor cells aiid that are either (i) not expressed, or (ii) expressed at 
lower levels, on corresponding normal cells. We call such differentially expitessed 
proteins tumor antigen proteins", When such a tumor antigen protein is 
Identified, one can produce an antibody that recognizes and binds to that protein 
Such an antibody finds use in the diagnosis of human cancer and may ultimately 
serve as an effective therapeutic in the.treatment t)f human canCCT. . 

4. . . In.thecourse ofthe research conducted by Genentech's Tumor Antigen 
Project, we have, employed a variety of sciaitific techniques for detecting Mid 
stadymg di^rential gene expression in human tumor cells relative to normal cells 
at genomic DNA. mRNA and protein levels. An important example of one siich * 
technique is the well known and widely used technique of microarrw analysis 
which has joven to be extremely usefiil for the identification of mRNA moleeOles 
that are differentialfy expressed in one tissue or cell type relative to another In the 
course of our research using microarray analysis, We have identified 
approximately 200 gene transcripts that are present in human tumor cells at 
significantly higher levels than in corresponding normal human cells. To date we 
have generated antibodies that bind to about 30 of the tumor antigen/proteins ' ' 
expressed from these differentially expressed gene transcripts and have iised these 

antibodies to quantitativety determine the level of production of these tumor 
antigen proteins m both human cancer cells and corresponding normal cells We 
have then compared the levels of mRNA and protein in both the tumor and normal 
cells analyzed. 

5. From.the mRNA and protpin. expression analyses described in paragrdDh 4 
above, we have observed that there is a strong coirelation between chang^in the 
level of mRNA present m any particulair cell type and the level of protein 



expressed from that mRNA in that cell type. In approximately 80% of our 
observations we have found that increases in tiie level of a particular iniElNA 
correlates with changes in the level of protein expressed from that mRNA wb&n 
human tumor cells are compared with tibeir con-espoiiding no 

6. Based upon my own experience accumulated in more than 20 years of 
research, including the data discussed in parajgraphs 4 and 5 above and my . 
. biowledge of the rdevant scientific literatin^ 

. opinion that for human genes, an increased level of riiKNA in a tumor cell relative 
. to a normal cell typically, correlates to a similar increase in abundance of the 
encoded protein in the tumor cell relative to the iionhal cell. In fact, it remains a 
central dogma in molecular biology that increased mRNA levels ^e predictive of 
corresponding iuCTeased levels of the needed protem. . While theie have been 
published reports of genes for which such a correlation does not exist, it is. my 
oipini(in that such reports are exceptions to the commonly understood general rule 
that increased mRNA levels are jpi-edictive of correspondmg increased levels of the 
encoded protein. 

7- I hereby declare that all statements made herein of my own knowledge are 
tme and that all statements made on information or belief are believed to be true, 
arid further tl^t these statanents ware made witii the knowledge that willful &lse 
statements and the like so made are puipshable by fine or imprisonment, or both, 
underSection iOOl ofTitle 18 ofthe United States Code and that such vdllM 
statements may jeopardize the validity of the application or any patent issued 
hereon. 
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